Discussion
Congenital midline cerebral malformations are uncommon, arising from developmental arrest of the anterior neural tube, and of these agenesis of the corpus callosum is the most frequently encountered. Unlike acquired defects of the corpus callosum, congenital agenesis is rarely associated with neurological dysfunction and the extent of associated lesions determine the clinical course and severity of neurological dysfunction. Acquired defects or surgical lesions of the interhemispherical pathways within the corpus callosum produce severe motor and perceptual problems. In agenesis, alterative compensatory neuronal pathways and bilateral representation of motor and parietal functions appear to develop and formal neuropsychological testing, as in our patient, may show minimal or no evidence of motor, perceptual or intellectual dysfunction3.
Maldevelopment We report a case of histiocytosis X in an adult who presented with intertrigo and subsequently developed evidence of a multisystem disease. The diagnosis was established on the basis of cutaneous histology and immunohistochemical studies. A clinical remission was induced with local radiotherapy and combination chemotherapy.
Case report A 59-year-old woman presented with a 3-month history of painful, irritating intertrigo affecting the inguinal and inframammary regions. Subsequently she developed symptoms of polyuria and polydipsia which persisted despite control of mild diabetes mellitus. Examination revealed an inframammary intertrigo with outlying papules and an ulcerated intertrigo affecting the inguinal region. General systemic examination at presentation was normal. Routine investigations were normal apart from a positive rheumatoid factor (1 in 320).
A skin biopsy taken from the inguinal region revealed a monomorphic infiltrate of large histiocytic cells in the papillary dermis and sleeving the appendages. There was evidence ofexocytosis ofthese cells into the epidermis and the infiltrate contained some eosinophils. The histiocytic cells contained abundant eosinophilic cytoplasm with eccentric vesicular nuclei, some of which were kidney-shaped (Figure 1 ). Immunohistochemical studies revealed that the infiltrate consisted of numerous OKT6 positive cells. These cells also expressed HLADR antigens and were S100 protein positive. Electron microscopy revealed characteristic Birbeck granules confirming the diagnosis ofhistiocytosis X (Figure 2 ). Subsequently a water deprivation test confirmed the presence of partial cranial diabetes insipidus and a skeletal survey suggested a solitary lucency in the left mandible. A CT scan of the abdomen and skull was normal and a trephine bone marrow biopsy revealed a hypercellular marrow with a sparse infiltrate of histiocytic cells.
The patient was treated with topical nitrogen mustard and intranasal deamino-D-arginine vasopressin, but 9 months after presentation, she developed headache with blurred vision and was found to have a bilateral visual field defects. A nuclear magnetic resonance scan revealed a suprasellar mass which resolved with local radiotherapy. Subsequently, the patient developed a lesion at the introitus which was due to an infiltrate of histiocytosis X cells. The intertrigo deteriorated and the patient had recurrent episodes of otitis externa. One year after presentation pulse chemotherapy was commenced with a combination of cyclophosphamide, vincristine, Adriamycin and prednisolone. After completion of this course a clinical remission was induced and a further bone marrow biopsy revealed no evidence of histiocytic infiltration.
This patient presented with intertrigo and histiocytosis X was diagnosed on the basis of characteristic cutaneous histology. The results of immunohistochemical studies and electron microscopy emphasize the close relationship that exists between the histiocytosis X cell and the Langerhans' and dendritic cells of the mononuclear phagocyte system. Histiocytosis X is conventionally separated into two categories according to the extent of the disease. Whereas eosinophilic granuloma is a solitary radio- ensitive tumour, Letterer -Siwe disease is a multisystem disorder, often presenting in infancy and associated with a grave prognosis. Presentation after the age of 2 years is associated with an 85% 10-year survival while prior to this age, the 10-year survival is 40%1. Prolonged spontaneous clinical and histological remission has been described in cases with multisystem disease2. Certain clinical features such as diabetes insipidus and skeletal involvement are favourable prognostic indicators, while symptomatic pulmonary disease, haematological abnormalities, fever and the extent of disease indicate a poor outcome3. Recent reports have suggested that even trivial bone marrow infiltration is associated with this poor prognostic group4.
There is no clear-cut consensus regarding therapy, although the value of topical nitrogen mustard is firmly established5. However, prolonged use can be hindered by the development of an irritant or allergic contact dermatitis. The role of systemic chemotherapy is still unclear, although its use is advocated in patients less than 2 years of age and in older patients with evidence of pulmonary disease or involvement of the reticulo-endothelial system. Chemotherapy can produce serious morbidity particularly in infancy, and there have been no reports of a statistically significant affect on mortality with either single agent or combination regimens'. However, local radiotherapy is a well-established therapeutic modality for control of focal skeletal disease and diabetes insipidus'.
The cutaneous manifestations of histiocytosis X protean and ulcerated intertrigo, particularly in adults, is not uncommon. Involvement of the maxilla or mandible is well recognized, but usually associated with mucosal lesions. Similarly, chronic otitis externa is often a manifestation of underlying skeletal disease3. This case illustrates the possible extent of multisystem involvement in histiocytosis X. As our patient did not fit neatly into any of the recognized categories, the prognosis was difficult to determine and the decision to use chemotherapy was based upon the progression of the disease and evidence of bone marrow involvement. Combination chemotherapy in our patient appears to have produced a clinical remission which has persisted for 12 months.
